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(-« (57) Abstract: A method of stabilizing polyion complex micelles of a core/shell structure comprising a polyclcctrolyte and a block 
copolymer comprising a hydrophilic segment and a chargeable segment. The stabilization method is accomplished by fixing at 
^ least one thiol residue to the core-forming chargeable segment of each of block copolymer molecules to thereby form, between 
O these chargeable segments, stable disulfide bond crosslinks through the thiol residues fixed thereto. Representative examples of the 

O copolymer capable of being prepared by the stabilization method include ones represented by general formulae (I), (II), and (III). 
Thus, a method for stabilizing polyion complex micelles utilizable as a carrier for polyclcctrolytcs can be provided. 
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9 0° (DmiftfemziMmbtz&g:, ^it^uo^Mfm'p^^n 

£tz, d © P I C ; -b^O^gtchlHlli LT. rt^^tlfcP(Asp) 12. 
ig&cp KSfc ttl £ ft 3 £ % X. £ tl £ o 

©KftU MtpT'te. ^©3 0 0#© 1 © 1 0 /zMOt-^-T*« 

0. S Ste^©»lti*Sliil7c»iJ©«Kirft?¥l-*^ SSf±£ 
-C££<t U/c PIC; -t?;l/£ N DNA*^tr41gtt*feoH^t)|¥ 
K> Wx-tftf V 7^*>©> *ffl«Srt^©*ilH*£ UTfiJffl**:: £*<nr 

: T >f--fe>*DNA*rtSLfc23«P I C * -teJMDmm 

m&mnzmbxwmLtiPEG-p cl y s) £©u ->>#]$nc\ 

182i0J2JwtlSbT. PDPS£#AU PEG-P(Lys) 12-3 
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9 (PEG©5}?il 2, 0 0 (K U > 3 9 . PDPOiA 

•> ^gSg£*tLTifo2 6%) :©PDP1IAPEG- 
P(Lys) 12-39*25 mM Tr i s-HCl (pH7.4) 

mmm^mm^^tzm. m^mvi-* h b-;u cdtt) mmzw* 

JmU PDP^ft-^S^<biftUfco :o»»i7>f-fe>xD 
NA (2 Ome r) &® (ISfftt : 2 5mM Tris-HCl (p 
H7.4) ) £PEG-P(Lys) L D N A (DMffi <D Ik1)< 1 : 

«k9»c»^ui-fe;p*Sfi)t$-a:feo *tt*3^na^±»iiu^a^ 2 5 

mM Tris-HCl (pH7. 4) fciCflOmM PBS (pH 
7.4. 3 7°C) K*Jl/T3&rU M7bMtt£<D*tt®&%L*)fa< tt 

1) 'J -mm&«/£^<fc5 7>7--t? >XDN A<PfllffBE%ffl 

tt&tLXte±tem&i-kfrt. PEG-P (Lys) 12~39<t7 
>ft>XDNA (20mer) UA:5lifl| LT^^C^ -tr^Ute 

J;tf7 'J -©$.<i©7 >f--t >XDNA^«ffl Lfco -fcft-eftOjgJfc (D 
NA1S, 19 6 ug/m 1 ) 1 1 0 u 1 

•^iXf5--tf I :0.02uni t) 110//1 «Jn U 3 7°CT' 

±Lfc„ •b;P»«^tt, >WEK. DTT\ rt!25me r 

DNA^iS5 0 # 1 £Jnx.$'J/£K& 0fc o 
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iJ^Sffi : BioFocus 3 0 0 0 (BioRad) 

+ t 'J - : coated capi 1 lary ( 7 5 // m IDx 

2 4 cm) 

EP dIHEE : 1 2 k V 

ftcgrft : * U =f * ? KfflEittttft (B i o R a dttK) 

if >7°;U&A : 10kV, 3sec 
: 2 6 nm 

mm&m .• 

0 5*^ B£3S*0 i 3B>i©2 Ome r7>f -lr>XDNAirti2 5me 
©. M LT^ftt^: ^U^I^M L/i *>©. 7Vft>XDNArt 
"Cli 1 NffeltC 2 Ome r © h°- * ttlilfiS* LT^3©fc*t U S -b 

k©T'te#$Wia<^<t*££fti\ ioTDN A©#ft?g*3? 

nir h fa_L LT * C i $ ft & o 

2) MrtigTcSiJ/^f-^ (GSH) tc.fcSaHBS-feyKPliMi 

mffii-bfrtlXte, 'JyVigCJtltlO, 21. 2 6%©^*- 
;US^*A btz P E G- P (Lys) £_ffl^THSK Ufc t>©£ffiffl Ufc 0 
mm S ■b/P©sal!!^aii±a©S*?T*So *ft**ft©^ -fe/WSR (D 
NAIS> 2 9 4 //g/ml) 2 0 u 1 DNAiSlOsfj; k'-;l/ 
mMZi&m btzG S H?g& (G S H^S, 0M, 20mM, 2 0 0mM. 
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2mM) 2 5//1 *gsi)Q U 2 5 2 4 B$fg|»II t fc G 1&tiiZtitzT 
>ftyxDNAIi, 12.5 96©* 'J 7 ? 'J ;U7 ^ K«»j*lfC^«^ 

^ii^o DNAo^feii, KT'fc^nc^^o mm 

8c»ld\ EpnJSE 3 0 0 V, 0#T'fr-^ o SfcttiStlfcDN 

EI 6 !i> oTi#£ftA:7 U - DNA©><> F^Ittol 

KBi: i^T^SU G S H»K 1 mM©ttffi-CifcfcB SftfcD N AOS 
*ltl/t^ i/57ib-Cll/fct)0"C*5o 10, 21. 26%© 
f^-;l/S*iAlfcPEG-P (Lys) ^TM LtzmM i -fe 
;i/**l-emctel^T. G SHa§JglmM<J:ltt$LT. 100//M, 10 
/izM©Ji&ttDN A&tfJ*j&<'J>tt < . G S H©»Ktt??6*n;: * H?;l/j&<» 

gibs rts$nfcDNA^ttm$h5:t^$nfc. «mi&rt©GSH 

glB±©flfflqr<fett 

S Steele .kSrtflfSg* $ -b;ni x *fflfl&rt^©jl7uft 

iiK»£#flftK£iairS©KWfflT£>£o ioT> *%|im£!*lJ?& 
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i ^ o i i 
3. llTKft-t^V y hj&<#y (xfi/y/ij3-;v) d/^-C^i: *) ^ * 

15 

5. (I) : 

20 

AI-(0CH 2 CH 2 ) n -NH [(C0CHNH) x - (COCHNH) y ] m - Z 

(CH 2 ) 4 (CH 2 ) 4 

(I) NH 2 N-L-SH 

H 
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ZttTK* fig?**: list - L- S HOSI^^ U 
LliCi^oT^+l/y, C,. 6 7/^/b-7x-;K C i- 6 T;U + ;l/- 
7 x- U > - C i- 6 T;l/*;K 7 x- u >fcckCK^;l/^jLyi/- C , . 20 7 

nli5~2 0,0 0 0©it'Cfc^ 
mli5~ 1 0-0 0 0©il(T*.^ *€• LT 
x®#&*ty©#fe(D*iJ^{i2 0 : 1-1 : 2T&£> 

6. 7*o >y ( I I ) Sfctt ( I I I) : 

AI-(0CH 2 CH 2 ) n _ a -NH [(COCHNH) x _ a • (COCHNH) y ] m _ a -Z a 

(CH 2 ) q (CH 2 ) q 
(II) COOH COO-L a -SH 

R R 
I I 

AI-(0CH 2 CH 2 ) n _ b -0CH 2 CH 2 0 [(-CH 2 -C-) x _ b • (-CH 2 -C-) y - b ] m - b H 

COOH C00-L b -SH 

(III) 

±itn}3 N gAIli, 55 (1) (CO^T^U^ctfcOT'fc'K 
Z a {i**^**!^- L a-SHt>L<(*-COLa - SH©§ 

L afccfctfL bid:. ^ft^'tlM LT. C , - 20 7 U C,- 6 7 
n - a <kO'n - b fcU ^^'tlMlt^ 5-2 0,0 0 0©H& 
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m- a fccfctfm- b li, * ft ft UT. 5-1 0,0 0 0 Ofitt 
T' £> »3 . 

q lifitt 1 *fcl*2"C**K -eUT 

x- a ©#&fty - a©#&, *> «k x - b ©#&** y - b ©#&(*> 
*ft*'ft&ftLT, 2 0 : 1-1 : 2T&&, 
T*m £ ft * fit#*I 1 E«©£/£ ^ &o 

7. -ista ( I ) : 

AI-(0CH 2 CH 2 ) n -NH [(C0CHNH) x - (C0CHNH) y ] m -Z 

(CH 2 ) 4 (CH 2 ) 4 
I I 
(I) NH 2 N-L-SH 

H 

LliC,-2 0 7Ml/>, C,. e 7^;i'-7x-;k C,- 6 7;l/*;U- 
7x-i/>-Ci- 6 7^ + ;K 7x-i/yfcJ:O t */i/t:-;i/-C 1 . 2 o7 

nli5-2 0,0 0 0 *K 
mli5~l 0. 0 0 0©fittT*:0s * UT 

x©#{4i: y ©#fe©SiJ^li: 2 0 : 1~1 : 2T£>£> 

a$*Bfi)t-f 4R"7o «y ?#M&ft©tf 'J 7 ^ >-tr?V > h (5$ ( I ) V 
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9. mfiTnmnfrT-xyffi'm&o* y dr-£tz\t# y ^7°f- kt 
l o. -tt^; ( i ) : 



AI-(OCH 2 CH 2 ) n -NH [(C0CHNH) x - (COCHNH) y ] m - Z 

10 (CH 2 ) 4 (CH 2 ), 

(I) NH 2 N-L-SH 

fl 



a i tt7kmm?£Ktt7-*yn&mteM<DGmmmzTsLs 

15 LJiCi-zoT^+PV. Ci- 6 7H^-7i-;K C i- e 7;l/*;l/- 
7 x- U >- C , - e TH^ 7 x— U >fc cfcCKrt C ,- 20 T 

n(i5~2 0, 0 0 0©SE*fe-C*!K 
mlJ5~1 0,0 0 0 ®tt#-C*»K * UT 
20 xCDJ&ffii y©#<a©aM£l*2 0 : 1-1 : 27*4, 

1 1. -ttiC ( I ) CfciHA I j^tRSSIB^**^!*!*; 



R '\ 
R 2 



24 



WO 01/37879 



PCT/JP00/06761 



( i ) p(*0~l 0®Sl!t*oT, froR'fccktfR 2 !^ U 
T. 7k^!f^ Ci-io7;U3*i/ % 7 'J L< 1*7 'J 

C ,. 8 7;i'*^tf* v/S***jK 

R'fc^O'R 2 !^ -»i:ttot. C,-«7;l'+;U-ClIij|StlT^TfeJ: 
^xfU>-;t*'> (- 0 - C H (R ' )-CH-0- : ::tR' te7K 
*IS ; F*^ttC|.e7;P + ;l/"C*S) fcKlit^y ( = 0) £**-fr 

(ii) pliOt/:lilt'*ots froR'fcitfR'IdU -fcrctto 

12. ( I ) i:fct^LA^;i/^-;v-C 2 - 6 7^*;vt*S 

If ^IR 1 Otfcttl l§e«©£S&fto 



25 



WO 01/37879 



PCT/JP00/06761 




1 / 5 



r 



WO 01/37879 



PCT/JP00/06761 




NaCISS /M 



WO 01/37879 



PCT/JPOO/06761 



[04] 

1.25 




0 50 100 150 200 250 



3/5 



WO 01/37879 



PCT/JP00/06761 



[[25] 



0.006 




0.001 



0.0005 



-0,002 



o 


r» 


1 

CO 


O 


o 


CD 


m 


O 


o 


co 


CO 


O 


o 


CD 


co 


o 


o 


co 


co 


O 


o 




ro 





CO 
CO 
CO ■ 
CO 



ro 
m 
ro 

CO 



-0.0005 



-0.001 






CO 


O 


r^ 


CO 


O 


CD 


CO 


O 


CD 


ro 


O 


CD 


ro 


O 


CD 


ro 


O 


CD 


CO 


o 


CD 


ro 


O 


CD 


ro 


o 


CD 


CO 


O 




ro 


p 




ro* 

















CO 
CO 

ro 



I 

o 
o 

O CD 
O CD 
O CD 

O 



ro 
ro 



0.001 




0.003 



0.002 



0.001 - 



-0.001 



o 
o 
o 
o 
o 
d 





— r~ 

ro 


— r~ 

o 


— r~ 


T"" 

ro 


— I - 

O 


— T— 


— r 

CO 


CO 


ro 


o 


CD 


ro 


o 


CD 


CO 


CD 


ro 


o 


CD 


ro 


o 


CD 


CO 


CD 


CO 


o 


CD 


ro 


o 


CD 


CO 


CD 


CO 


q 


CD 


ro 


o 


CD 


CO 




ro 


LO 


CD 


00 


6 




CO 


z 








r 









-0.001 




4/5 



WO 01/37879 



PCT/JP00/06761 



[HI 6] 



10 



0.5 - 



P 



0 



1 - 



21 



0.5- 



0 



1 - 



0.5 



0 



26 



* ?- * >] 



5 / 5 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP00/06761 



A. CLASSIFICATION OF SUBJECT MATTER , 

Int. CI 7 A61K47/34, C08J3/02, C08G69/40, B01J13/00// 
A61K48/00, C12N15/88 

According to International Patent Classification (IPC) or to both national classification and IPC 

B, FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 

Int. CI 7 A61K47/34, C08J3/02, C08G69/40, B01J13/00// 
A61K48/00, C12N15/88 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CAPLUS(STN), MEDILINE (STN) , BIOSIS(STN), EMBASE(STN), JICST(JOIS) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


PX 


KAKIZAWA, Y et al . , "Environment -Sensitive 
Stabilization of Core-Shell Structured Polyi on Complex 
Micelle by Reversible Cross-Linking of the Core 
through Disulfide Bond," J. Am. Chem. Soc. December 
1999, Vol.121. No. 48, pp . 1124,7 - 11248 , Full text 


1-12 


X 
Y 


Y. KAKIZAWA et al . , "Antisense DNA Naihou Polyion 
Complex Micelles no Kouchiku; SS-Ketsugou ni yoru 
Naikaku Anteika Kouka," Koubunshi Gakkai Yokoushuu, 
September 1999, Vo.48, pp . 2989-2990 , Full text 


1-5,7-12 
6 


Y 


HARADA, Atsushi et al., "Novel Polyon Complex Micelles 
Entrapping Enzyme Molecules in the Core: Preparation 
of Narrowly-Distributed Micelles from Lysozyme and 
Poly (ethylene glycol) -Poly (aspartic acid) Block 
Copolymer in Aqueous Medium.," Macromolecules , 1998, 
Vol.31, No. 2, pp. 288-294, Full text 


6 


Y 


EP, 844269, Al (KATAOKA Kazunori), \ 

27 May, 1998 (27.05.98) , 

Claims 

& WO, 97/06202, Al & CA, 2229068, AA 


6 



Further documents are listed in the continuation of Box G Q See patent family annex. 



♦ Special categories of cited documents: 

"A" document defining the general state of the art which is not 

considered to be of particular relevance 
M E W earlier document but published on or after the international filing 

date 

"L M document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

"CT document referring to an oral disclosure, use, exhibition or other 
means 

"P" document published prior to the international filing date but later 



T* later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 

°X" document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

M Y" document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
06 December, 2000 (06.12.00) 


Date of mailing of the international search report 
19 December, 2000 (19.12.00) 


Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/1SA/210 (second sheet) (July 1992) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP00/06761 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



& AU, 9666310, Al & CN, 1192759, A 
Sc BR, 9610053, A & NO, 9705584, A 
& US, 5929177, A 

HARADA, Atsushi et al., formation of Polyion Complex 
Micelles in an Aqueous Milieu from a Pair of 
Oppositely-Charged Block Copolymers with Poly 
(ethylene glycol) Segments," 

Macromolecules, 1995, Vol.28, No. 15, pp. 5294-9 

KATAOKA Kazunori et al . , "Spontaneous Formation of 
Polyion Complex Micelles with Narrow Distribution 
from Antisense Oligonucleotide and Cationic Block 
Copolymer in Physiological Saline," Macromolecules, 
1996, Vol.29, No. 26, pp. 8556-8557 

KABANOV Alexander et al., "Soluble Stoichiometric 
Complexes from Poly (n-acetyl-4 -vinylpyridinium) Cations 
and Poly (ethleneoxide) -block-polymethacrylate 
Anions , " Macromolecules , 1996 , Vol . 29 , No . 2 1 , 
pp. 6797-6082 



1-5,7-12 



1-5,7-12 



1-5, 7-12 



JP, 6-206832, A (Nippon Kayaku Co, 

26 July, 1994 (26.07.94) , 

abs tract ; Cl aims ( Fami ly ; none ) 



Ltd. ) , 



1-5, 7-12 



Form PCT/ISA/2 1 0 (continuation of second sheet) (July 1992) 



INTERNATIONAL SEARCH REPORT 


International application No. 

PCT/JP00/06761 


Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 



This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 



1. Q Claims Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 



2. Q| Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



3. fZI Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 
Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 
This International Searching Authority found multiple inventions in this international application, as follows: 

Claims 1-6 pertain to a method for stabilizing general polyion complex micelles , 
while claims 7-11 pertain to a specific copolymer and a polyion complex micelle 
composition containing the copolymer. The technical feature of the former is 
the stabilization of general polyion complex micelles including a wide variety 
of micelles having no relation to the specific copolymer which is the technical 
feature of the latter. The technical features of the two neither are the same 
nor correspond to each other. Therefore, claims 1-6 and claims 7-11 are not 
considered to be a group of inventions so linked as to form a single general 
inventive concept . 



| ( [] As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 
claims. 

2. ^ As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3, [] As only some of the required additional search fees were timely paid by the applicant, this international search report covers 

only those claims for which fees were paid, specifically claims Nos.; 



4. Q No required additional search fees were timely paid by the applicant. Consequently, this international 
search report is restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest Q The additional search fees were accompanied by the applicant's protest. 

| | No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet (1)) (July 1992) 



BRUiUS*^ PC T/JPO 0/06761 



a. &m<omi- zttWKvttm (mmn^m (ipcd 

Int. CI 7 A61K4 7/3 4, C08J3/02, C08G6 9/4 0, B01 J13/00// 
A61K4 8/00, C12N15/88 



■**frofcft/Majjfj|sf (BRItt?lF££ (I PC) ) 

Int. CI 7 A61K4 7/3 4, C08J 3/02, C08G6 9/4 0, B01 J 1 3/00// 
A61K4 8/0 0, C12N15/88 



CAPLUS (STN) , MEDLINE (STN) , BIOSIS (STN) f EMBASE (STN) , 
J I CST ( J O I S) 









PX 


KAKIZAWA, Y et al. "Environment-Sensitive Stabilization of 
Core-Shell Structured Polyion Complex Micelle by Reversible 
Cross-Linking of the Core through Disulfide Bond.", J. Am. 
Chem. Soc. Dec. 1999, Vol.121, No. 48, pp. 11247-11248 


1-12 


X 
Y 


ffi&KSm TAnti sense DNA^H*>^^ 
Mft^gl-mM. 1 9 9 9¥9J3, %A |&2989-299(K 


1-5, 7-12 
6 



[x] ci««*i:bttiJ«Jl*5ftTv^. 



xm (a*«rf*i-) 



rxj mzmm<ohzxm-v*>ix. sBxiRo^-ejsw 
tyj w=Hao*>a:Jtitt-e*>o-c, SBXftJifferoisi 

r&j m-'<r>h7rZV-Xfo 



0 6. 12. 0 0 



19.12.00 



n*mft&iT (i sa/j p) 

$GE#^-1 0 0-8 9 1 5 



4 C 



9 2 8 4 



03-3581-1101 fill 3752 



SSPCT/ I S A/2 1 0 {%!'<— i?) (1 998¥7fl) 



PCT/J POO/0 6 7 6 1 



C (Jft*) . 














Y 


HARADA Atciichi p + "Wrwc*! Pn 1 v i nn fnmnl oy Mirolloc 
l LrVlvfiL/A, ALouoJll Cl dX, liUVcl lUX/lUIl vAMIipicA ffllLcllco 

Entrapping Enzyme Molecules in the Core: Preparation of Narr 
owly-Distributed Micelles from Lysozyme and Poly (ethylene 
glycol)-Poly(aspartic acid) Block Copolymer in Aqueous 
Medium.", Macromolecules, 1998, Vol. 31, No. 2, pp. 288-294 


6 




v 


L r, O H. H c* U i7 , /\1 Viva taOKd, i\aZUnOrl/ / . O /I . 

1998 (27. 05. 98) Claims 

&WO, 9 7/0 6 2 0 2, Al&CA, 2 2 2 9 0 6 8, AA 
&AU, 9 6 6 6 3 1 0, Al&CN, 1 1 9 2 7 5 9, A 
&B R, 96 1 0053, A&NO, 9 7 0 5 5 8 4, A 
&TJS t; q 2 9 1 7 7 A 


6 




A 


HARADA, Atsushi et al, "Formation of Polyion Complex Micelles 
in an Aqueous Milieu from a Pair of Oppositely-Charged 
Block Copolymers with Poly (ethylene glycol) Segments.", 
Macromolecules, 1995, Vol. 28. No. 15, pp. 5294-9 


1-5, 7- 


■12 


A 


KATAOKA, Kazunori et al, "Spontaneous Formation of Polyion 
Complex Micelles with Narrow Distribution from Antisense 
Oligonucleotide and Cationic Block Copolymer in 
Physiological Saline. Macromolecules, 1996, Vol. 29, No. 26, 

PP. 0900 ODD 1 


1-5, 7- 


-12 


A 


KABANOV, Alexander et al, "Soluble Stoichiometric Complexes 
from Poly (n-acetyl-4-vinylpyridinium)Cations and 
Poly(ethyleneoxide)-block-polymethacrylate Anions. ", 
Macromolecules, 1996, Vol.29, No. 21, pp. 6797-6802 


1-5, 7- 


-12 


A 


JP, 6-20683 2, A (B*{t9t&&&it) 2 6. 7£. 
1 9 9 4 (2 6. 0 7. 9 4) [Sib], [4#frK!#<B«iffl] 


1-5, 7- 


-12 



«^PCT/ I SA/2 1 0 m2^-if9>mt) (1 9 9 8¥7fl) 



H&WIgS^ PCT/J POO/06 7 6 1 



)5fc$g8&$S3il (PCT 1 7&(2)(a)) OjftJtKJ: 9 , ;:roSISBffi2$fi£l4fc<DJI[& k. J: 9 m*»ttH©-»|;:o^T{t5 
o*9. 



4v^B»UW©»»k:fi55'b95-C*>5. o£9. 



3. □ ffijfcroSSIS 14, tt«l*«>«B-C*>o-CPCTJJ«ij6.4(8)»IB2Xat/|||3XO«3ejC 



1. □ WBA^^KttiWOlialE^ftWtr-r^rWIWrtlclftf+Lfcwr, r<£>BB?g32«£l4, i^-COHg^/ilS* 



4. □ U«A**e*i6^iI3S*«»*:«n(|rtlCl«+UttA»ofc»-C, rOBflifliE«#». B*»ttH»*tni::E* 



ii*P * & T \z Hi" S tt£ 

□ ifi J|0B*#MWW>IM+ *» 6 Ml* T *» o fc. 



flKCPCT/I SA/2 1 0 (1) ) (1 9 9 8¥7-fl) 



